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AB Title compds. [I; Rl = H, alkyl, haloalkyl, heteroalkyl, C0R5, C02R5, 
S02R5, CONR5R6; R2, R3 = H, alkyl, haloalkyl; R2R3 ^ atoms to form a 
cycloalkyl ring; R4 = H, F, CI, Br, CN, 0R5, alkyl, haloalkyl, 
heteroalkyl; R5, R6 = alkyl, heteroalkyl, haloalkyl; R7-R9 = H, F, CI, Br, 
iodo, N02, CN, 0R5, NR5R6, SR5, C0R5, C02R5, CONR5R6, alkyl, heteroalkyl, 
haloalkyl, alkenyl, alkynyl; R10-R15 = H, F, CI, Br, 0R5, alkyl, 
haloalkyl, heteroalkyl; R12R14 = bond when Y = CR14R15; R10R14 = bond when 
Z = CR14R15; Y, 2 = 0, S, NR6, CR14R15; n = 0-3], were prepared Thus, to' 
1,3-dithiane in THF at -70® was added BuLi in hexane and the 
resulting mixture was stirred at -10** for 2 h. To the reaction mixture 
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at -70* was added 9-fluoro-l,2-dihydro-2,2,4-trimethyl-5- 

chromeno[3,4-f Iquinoline in THF; the dark red solution was slowly warmed to 
-30 till the red color faded away and was quenched with H20 to give 
9-fluoro-5- (1, 3-dithia-2-cyclohexyl) -5-hydroxy-l, 2-dihydro-2, 2, 4-trimethyl- 
5H-chromeno[3,4-f ]quinoline. The latter was stirred in CH2C12 with 
catalytic TsOH for 15 h to give 42% 9-f luoro-5- (1, 3-dithia-2- 
cyclohexylidene) -1, 2-dihydro-2 , 2 , 4-trimethyl-5H-chromeno [3 , 4-f ] quinoline. 
This showed progesterone receptor agonist activity with IC50 =2.0 nM. 
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RL: PAC (Pharmacological activity) ; SPN (Synthetic preparation) ; THU 
(Therapeutic use) ; BIOL (Biological study) ; PREP (Preparation) ; USES 
(Uses) 

(claimed compoiind; preparation of cycloalkylmethylidenechromenoquinolines as 
selective progesterone receptor modulators) 
RN 681146-25-8 CAPLUS 

CN IH- [1] Benzopyrano [3, 4 -f Iquinoline, 5- (l,3-dithian-2-ylidene) -7, 9-dif luoro- 
2,5-dihydro-2,2,4-trimethyl- (9CI) (CA INDEX NAME) 
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AB A series of 1, 2-dihydrochromeno [3 , 4 -f] quinoline derivs . , e.g. I, was 
synthesized and tested in biol, assays to evaluate the nonsteroidal 
progesterone receptor (hPR) modulator pharmacophore as antiprogestins . A 
number of potent analogs were identified by modification of the substituents 
at the D-ring. The cross-reactivity of selected new nonsteroidal hPR 
antagonists with other steroid receptors was assessed using human androgen 
(hAR) , glucocorticoid (hGR) , estrogen (hER) , and mineralocorticoid 
receptor (hMR) co-transf ection assays. No agonist activity was observed for 
any of the test compds., but antagonist activities were detected, most 
notably on hAR and hGR. However, several new compds. still offered an 
improved cross -reactivity profile in comparison with Mifepristone. The 
separation of hPR antagonist activity over hAR and hGR was generally greater 
for the more active analogs. In summary, the new nonsteroidal series 
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exhibited potent hPR antagonist activity with improved cross-reactivity 
profile. The SAR study, in addition to our early results in the area, 
provide nev/ opportunities to develop both receptor- and tissue-selective 
hPR antagonists. 
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